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1766 were excluded due to no clinical
assessment
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7666 participants underwent a nurse visit (clinical
assessment)

1799 were excluded due to:
-no laboratory results (n=1767)
—| -not completing all cognitive tests (n=17)

-confirmed diagnosis of dementia and/or
Alzheimer’s disease (n=15)
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5867 participants had complete data at baseline (wave 2)

610 were excluded due to loss to follow-up
from wave 3 to wave 7 surveys

A 4

5257 participants with complete baseline data and at
least one reassessment of cognitive function (wave 3 to
wave 7) were used for the analysis





Figure S1. Flow chart of inclusion of this study population.
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Figure S2. Percentage distribution of peripheral high-sensitivity C-reactive protein (hs-CRP) levels.

Table S1. Comparison of baseline characteristics between participants included (n=5257), and excluded due to incomplete baseline data or confirmed diagnosis of dementia and/or Alzheimer’s disease (n=3565)
	Characteristic
	Included (n=5257)
	Excluded (n=3565)
	P for differencea

	Age (years)
	65.4±9.4
	65.3±12.3
	0.216

	Women (%)
	2888 (54.9)
	2114 (59.3)
	<0.001

	Education ≥ NVQ3/GCE A level (%)
	1767 (33.6)
	1020 (28.6)
	<0.001

	Living alone (%)
	1695 (32.2)
	1263 (35.4)
	0.002

	Depressive symptoms (%)
	706 (13.4)
	618 (17.3)
	<0.001

	Current smoking (%)
	725 (13.8)
	646 (18.1)
	<0.001

	Alcoholic drink ≥ once per week (%) 
	3066 (58.3)
	1621 (45.5)
	<0.001

	Global cognitive scores
	34.6±8.4
	32.5±9.9
	<0.001

	Memory scores
	10.3±3.4
	9.6±3.8
	<0.001

	Executive function scores
	20.5±6.3
	19.1±7.1
	<0.001

	Orientation scores
	3.78±0.49
	3.67±0.76
	<0.001


The results are presented as mean ± SD or n (%).

a The differences between participants included and excluded were tested using the t-test or chi-square test.
Table S2. Comparison of baseline characteristics between participants included (n=5257) and excluded due to loss to follow-up (n=610)

	Characteristic
	Included (n=5257)
	Loss to follow-up (n=610)
	P for differencea

	Age (years)
	65.4±9.4
	69.7±11.4
	<0.001

	Women (%)
	2888 (54.9)
	304 (49.8)
	0.017

	Hs-CRP (mg/L)
	2.0 (0.9–4.1)
	2.5 (1.2–5.8)
	<0.001

	Total cholesterol (mmol/L)
	5.93±1.20
	5.76±1.23
	0.001

	High-density lipoprotein cholesterol (mmol/L)
	1.53±0.39
	1.48±0.38
	0.002

	Triglycerides (mmol/L)
	1.5 (1.1–2.2)
	1.5 (1.1–2.2)
	0.732

	Total glycated haemoglobin (%)
	5.60±0.72
	5.63±0.75
	0.263

	Body mass index (kg/m2)
	27.8±4.6
	27.6±4.7
	0.525

	Systolic blood pressure (mm Hg)
	136.0±18.5
	138.8±20.4
	0.001

	Diastolic blood pressure (mm Hg)
	75.8±10.8
	75.1±12.2
	0.141

	Education ≥ NVQ3/GCE A level (%)
	1767 (33.6)
	120 (19.7)
	<0.001

	Living alone (%)
	1695 (32.2)
	204 (33.4)
	0.549

	Depressive symptoms (%)
	706 (13.4)
	101 (16.6)
	0.034

	Current smoking (%)
	725 (13.8)
	104 (17.1)
	0.029

	Alcoholic drink ≥ once per week (%) 
	3066 (58.3)
	295 (48.4)
	<0.001

	Hypertension (%)
	2426 (46.2)
	319 (52.3)
	0.004

	Diabetes (%)
	413 (7.9)
	65 (10.7)
	0.017

	Global cognitive scores
	34.6±8.4
	30.3±9.4
	<0.001

	Memory scores
	10.3±3.4
	8.7±3.8
	<0.001

	Executive function scores
	20.5±6.3
	17.9±6.6
	<0.001

	Orientation scores
	3.78±0.49
	3.66±0.71
	<0.001


The results are presented as mean ± SD, median (quartile 1–quartile 3), or n (%).

a The differences between participants included and excluded were tested using the t-test, Wilcoxon rank test or chi-square test.

Table S3. Sensitivity analysis restricted to participants with hs-CRP ≤10 mg/L (n=4887): association between baseline high-sensitivity C-reactive protein (hs-CRP, natural log-transformed) and rate of change in cognitive scores (points/year): longitudinal analyses using linear mixed models

	Model terms for cognitive scores
	β (95% CI)a
	P value

	Global cognitive scores
	
	

	  Time
	–0.225 (–0.256 to –0.193)
	<0.001

	  Ln(hs-CRP)
	–0.021 (–0.253 to 0.210)
	0.857

	  Ln(hs-CRP) × Time
	–0.056 (–0.086 to –0.027)
	<0.001

	Memory scores
	
	

	  Time
	–0.093 (–0.105 to –0.081)
	<0.001

	  Ln(hs-CRP)
	0.010 (–0.079 to 0.097)
	0.839

	  Ln(hs-CRP) × Time
	–0.021 (–0.032 to –0.010)
	<0.001

	Executive function scores
	
	

	  Time
	–0.098 (–0.121 to –0.074)
	<0.001

	  Ln(hs-CRP)
	–0.012 (–0.188 to 0.165)
	0.898

	  Ln(hs-CRP) × Time
	–0.032 (–0.054 to –0.010)
	0.005

	Orientation scores
	
	

	  Time
	–0.015 (–0.018 to –0.012)
	<0.001

	  Ln(hs-CRP)
	0.011 (–0.003 to 0.025)
	0.131

	  Ln(hs-CRP) × Time
	–0.003 (–0.005 to 0.000)
	0.056


a Adjusted for baseline depressive symptoms, age, sex, total cholesterol, high-density lipoprotein cholesterol, triglycerides, body mass index, education, marital status, current smoking, alcoholic drink, hypertension, diabetes, coronary heart disease, stroke, chronic lung disease, asthma, and duration of follow-up.

Table S4. Sensitivity analysis restricted to participants with hs-CRP ≤10 mg/L (n=4887): mean difference in rate of change in cognitive scores (points/year) comparing quartiles of baseline high-sensitivity C-reactive protein (hs-CRP): longitudinal analyses using linear mixed models
	
	Mean difference (95% CI)a in rate of change by hs-CRP quartiles (mg/L)
	P for trend

	
	Q1 (n=1345): ≤0.9
	Q2 (n=1385): 1.0–2.0
	Q3 (n=1242): 2.1–4.1
	Q4 (n=915): >4.1
	

	Global cognitive scores
	0.000 (ref)
	–0.044 (–0.117 to 0.030)
	–0.090 (–0.167 to –0.014)
	–0.149 (–0.232 to –0.066)
	<0.001

	Memory scores
	0.000 (ref)
	–0.025 (–0.052 to 0.002)
	–0.025 (–0.054 to 0.003)
	–0.056 (–0.087 to –0.025)
	<0.001

	Executive function scores
	0.000 (ref)
	–0.020 (–0.075 to 0.035)
	–0.057 (–0.115 to –0.000)
	–0.076 (–0.138 to –0.013)
	0.007

	Orientation scores
	0.000 (ref)
	0.001 (–0.005 to 0.008)
	–0.001 (–0.008 to 0.005)
	–0.009 (–0.016 to –0.002)
	0.021


a Adjusted for baseline depressive symptoms, age, sex, total cholesterol, high-density lipoprotein cholesterol, triglycerides, body mass index, education, marital status, current smoking, alcoholic drink, hypertension, diabetes, coronary heart disease, stroke, chronic lung disease, asthma, and duration of follow-up.

Table S5. Multiple imputation for missing data for cognitive tests at wave 3 to wave 7 (n=5867): association between baseline high-sensitivity C-reactive protein (hs-CRP, natural log-transformed) and rate of change in cognitive scores (points/year): longitudinal analyses using linear mixed models

	Model terms for cognitive scores
	β (95% CI)a
	P value

	Global cognitive scores
	
	

	  Time
	–0.233 (–0.259 to –0.207)
	<0.001

	  Ln(hs-CRP)
	–0.010 (–0.187 to 0.168)
	0.940

	  Ln(hs-CRP) × Time
	–0.049 (–0.069 to –0.029)
	<0.001

	Memory scores
	
	

	  Time
	–0.098 (–0.109 to –0.088)
	<0.001

	  Ln(hs-CRP)
	0.052 (–0.015 to 0.120)
	0.289

	  Ln(hs-CRP) × Time
	–0.021 (–0.029 to –0.014)
	<0.001

	Executive function scores
	
	

	  Time
	–0.108 (–0.128 to –0.088)
	<0.001

	  Ln(hs-CRP)
	–0.042 (–0.176 to 0.092)
	0.651

	  Ln(hs-CRP) × Time
	–0.026 (–0.041 to –0.011)
	0.002

	Orientation scores
	
	

	  Time
	–0.016 (–0.018 to –0.013)
	<0.001

	  Ln(hs-CRP)
	0.006 (–0.005 to 0.018)
	0.210

	  Ln(hs-CRP) × Time
	–0.001 (–0.003 to 0.001)
	0.173


a Adjusted for baseline depressive symptoms, age, sex, total cholesterol, high-density lipoprotein cholesterol, triglycerides, body mass index, education, marital status, current smoking, alcoholic drink, hypertension, diabetes, coronary heart disease, stroke, chronic lung disease, asthma, and duration of follow-up.

	Table S6. Multiple imputation for missing data for cognitive tests at wave 3 to wave 7 (n=5867): mean difference in rate of change in cognitive scores (points/year) comparing quartiles of baseline high-sensitivity C-reactive protein (hs-CRP): longitudinal analyses using linear mixed models

	Mean difference (95% CI)a in rate of change by hs-CRP quartiles (mg/L)
	P for trend

	
	Q1 (n=1345): ≤0.9
	Q2 (n=1385): 1.0–2.0
	Q3 (n=1242): 2.1–4.1
	Q4 (n=1285): >4.1
	

	Global cognitive scores
	0.000 (ref)
	–0.073 (–0.135 to –0.011)
	–0.100 (–0.164 to –0.036)
	–0.134 (–0.197 to –0.071)
	<0.001

	Memory scores
	0.000 (ref)
	–0.029 (–0.053 to –0.005)
	–0.033 (–0.057 to –0.008)
	–0.060 (–0.083 to –0.036)
	<0.001

	Executive function scores
	0.000 (ref)
	–0.040 (–0.087 to 0.007)
	–0.061 (–0.109 to –0.013)
	–0.070 (–0.117 to –0.022)
	0.005

	Orientation scores
	0.000 (ref)
	–0.000 (–0.006 to 0.005)
	–0.002 (–0.008 to 0.003)
	–0.004 (–0.011 to 0.001)
	0.052


a Adjusted for baseline depressive symptoms, age, sex, total cholesterol, high-density lipoprotein cholesterol, triglycerides, body mass index, education, marital status, current smoking, alcoholic drink, hypertension, diabetes, coronary heart disease, stroke, chronic lung disease, asthma, and duration of follow-up.
